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1. -nit'^^mn^^^±^^^^^^ i^it-^t/^wi^AT^^js: 

I: 

^ NH(CH2)iT--^~y-COOR 

h^N ^ ' 

n^lO-lfi^J^i^, R3^i^> Ci.io:^*^ Ci.ioT^m^ 



2. ^um^^im^mi^^m, ^#«^^AWiuT^^5tii: 




o 



3. —n^^^m^^, i^^-^^^^mm^im^^^it^^. 
7. ^mm^em^-^m. MWiJE^^m^mfi^^^Xo 
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"f-Mmmi (ppi). ^mm^ ^^mm-^^nm, mMm^o 
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pylori), m^m^McE, coii) m^B\mm.^mmmmm^^imyf'^mm. 
^JA 20 tH:^ 40 ^i^m.±mn^±4t\^^, ^"f-mmiKmmx^ 

MlIS— 4-^^14fit]^^^MJ^fe^o (Neu, Science, 257:1064-1073, (1992)) 

^)>K 1929 ^RmmmM^^r m^Bw^ai iso^^^m^ '^ai 

^m^)l±^, ^^^m&J^Um (Lyon and Skurray, Microbiol. Rev., 

51:88-134,(1987)) « ^^it^^mm^mm^mmm 

^ ( (Chopra et al., Antimicrob .Agents Chemother., 41:497-503, (1 997)); ^ 
( Nicolaou et al„ Scientific American, 48-52 May (2001))o ^MM^ 0^!^ 

mWj^iK±M " nmm^^^W ^\1^X^mm (Associated press New, 
July 25, 2001)o i^^ib-^tf^S^m^T oTSK^glJ, iMS^^fJ^^fi^ 

RNA (rRNA) RNA (mRNA) ^"^W "^rt^ii 

STit" (IVET) mm^^^^^^^^y 3^#^7|?:tg#^m^6<I^@o :^ 
^h, -^^^m^-^m^m^Xmm'^m^n^Mmyk (Jasny et al., 



1 



^ 



Science, 286:443-491, (1999) » 

^m'^& DNA ^^f^ (Kato et al., Biol. Pharm. Bull., 16:120-124 (1998)); 
Irisawa et al., Biol. Pharm. Bull., 16:621-626 (1993); Irisawa et al., Biol. 
Pharm. Bull., 16:1211-1215 (1993); Kato et al., J. Enzyme Inhibition, 
8:25-37 (1994); Kato et al., Eur. J. Biochem., 210:1007-1014 (1992) and 
Kato et al., Biol. Pharm. Bull., 16:552-557 (1993)) jt^it^^^^^ 
^^-4-M¥If (GMCHA) m^mmm.^, l5E#^hf^^^#- 

""^V-NHCH, ( V- COOR 

^nifeiM (H.pyroh), —^^^^m'\^mmvtmm, 1933 ^■m-?:^^ 

i Warren Mershaim—'fiLlH4gife^A:t±^^#^'J(Warrenet al, 
Lancet, 1:1273-1275 (1983))» i^^iiE^M^S-f-~?EM^^S]anii 

^^Yf^ o (International Agency for Research on Cancer. World Health 
Organization, Lyon, France, Monograph on the evaluation of carcinogenic 
risk to humans. 61:177-240,1994). 

1994 ^mm^nM^ (NiH) m^m^'^m^^nMM (ppd 

^tfLMM^^^n^MMo (Helicobacter Pylori in peptic ulcer disease: 
NIH consensus development panel on Helicobacter Pylori in peptic ulcer 
disease. (JAMA. 272:65-69 (1994)) >^^PBt^, amM^^^MMf ¥5^ 

m , ¥ ^mm-^^uM . m^m^m \Amm. )f^mmmm7tm 80-90% 

ffi^fitHr^^^BMJE^Rit (Zwetetal., Lancet, 352: 1595 (1998)). IS 
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NH(CH2)n--^^^V-COOR 

^<^n^o-immm> R^^m., c^.^o^m, Ci.io^mm 



tt;5^±t!l, m^t/^Wy.T^^^III: (NE-2001) 

HN 



H2N 

NH(CHi)n-^^^^— COOR 

H2N ^ ' 

n^n^O-l^m^. Rm^^> Cx.w^mm^ CmoT^S^ 



\ 



HN 

^NH-CH2 COO-Q>— (_} COOCH2 CH3 

H2N 

^mmmm, x^&mnmm-mmi^m^M dna ^num^mim 



H2N 



^'=^n^O-\mmm, Ri^iM> CmoJ^^^ Ci.io^mm 

Q-^Q^OOCH,_-Q-_cH3 

Htti^ife, ^m^mm'p^it^^M.'^^cJ.T^i'^uh (NE-2001) 

HN 



JOOCHa / 7 CH3 



H2N 



mzmMit^!^ (NE-2001) ^^mnmmMi^mo 

m 3 NE-2001 pum^iji^n^M'mi^Mo 

4 



A MX 

mm^m.m^i^^-'mmmM^'H^mMXo :^^mm^M'j'mmm 

im^:^^mmm^x^:^^m^mm^m 

x^m.. 

^xmm, "mmm" t^mmm^, mm^mM^, nm&^^m 
Mo -BM^^^mm, ^mm^mm, ii^s:^i-2«^o ^m.it^M 

:^xmm, !^mnmmm^m\mmmmmmi" mmmim 

:&o lE-^v^^yzmm^w^^^, u-^mmmm^%m^m 0157 
:^xmm, " ^^Mi^mmmm^^mti'^n." ^^i^mpi-m 

ifXfm^m'f-'^'^^-^^^mmvc^m "w^*" ^^^^ 



MMt^ry* (TLC), m^^^^mM^m-^i'im chplOo mm^^^ 

Nogrady Medicinal Chemistry A Biochemical Approach, Oxford University 
Press, New York, pages 388-392 (1985) )o 

i^mmm'^^±rx^^m^^> ^r-^^^'J> 70%, iJtm^m^^ 

80%, ^^^^^^90%, Mifttf3^^95%^mo 
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i^mitm^y^^ ">^^" ^^xm^^, mu. m, 4^. 

^WM o (JE Biochem. 11:1726 (1972))o 

:^:^mmit^^M^^m'mmm^ dna mmti^mm^, mmm 

y NH(CH2)rr-^r~^^ — COOR 

O-O- COOCH,_<Q_cH3 

^NH-cHz — — coo-^ C00CH2 ^3 

H2N 



^^M^o m^', ^m^mtu^m. m.mm^ mm. mm, mm 
'M^m. M^m. m^m.. nmmmmm'^im^ ^-^m^^f-, 

c mn^mm^^ 

mum, \^-um^^Mm^^mM^^^^mmmMn.^^m^w 

HjN ^ ^ 
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^^m^mm^o i)tmm. ^m^it^^M^^r^'?^ m (ne— 

2001): 

^NH-CH2 COO— <^ — COOCH2 CH3 

H2N 

mmm^mo mini -^i:x^i^^mMm^T^mnmmmmm^mmo 

1 : Wang et al., Negative selection of T cells by Helicobacter pylori as 
a model for bacterial strain selection by immune evasion. J Immunol. 2001 
Jul 15;167(2):926-34. 

2: Peek RM Jr., . Helicobacter pylori strain-specific activation of 
signal transduction cascades related to gastric inflammation. J Physiol 
Gastrointest Liver Physiol. 2001 Apr; 280(4):G525-30. 

3: Israel et al., Helicobacter pylori strain-specific differences in 
genetic content, identified y microarray, influence host inflammatory 
responses. Clin Invest. 2001 Mar; 107(5):611-20. 

4: Vitkute et al., Specificities of eleven different DNA 
methyltransferases of Helicobacter pylori train 26695. Bacteriol. 2001 Jan; 
183(2):443-50. 

5: DeLoney and Schiller, Characterization of an In vitro-selected 
amoxicillin-resistant strain of Helicobacter pylori. Antimicrob Agents 
Chemother. 2000 Dec; 44(12):3368-73. 

6: Hua et al., Isolation of a single strain of Helicobacter pylori fi-om 
the antrum and body of individual patients. Eur J Gastroenterol Hepatol. 
2000 Oct; 12(10): 1 129-34. 

7: Occhialini et al.. Distribution of open reading firames of plasticity 
region of strain J99 in Helicobacter pylori strains isolated from gastric 
carcinoma and gastritis patients in Costa Rica. Infect Immun. 2000 Nov; 
68(ll):6240-9. 
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8: Fassbinder et al.. Structural and functional analysis of the riboflavin 
synthesis genes encoding GTP cyclohydrolase II (ribA), DHBP synthase 
(ribBA), riboflavin synthase (ribC), and riboflavin deaminase/reductase 
(ribD) from Helicobacter pylori strain PI . FEMS Microbiol Lett. 2000 Oct 
15; 191(2):191-7. 

9: Enroth et al., Helicobacter pylori strain types and risk of gastric 
cancer: a case-control study. Cancer Epidemiol Biomarkers Prev. 2000 Sep; 
9(9): 981-5. 

10: Petersen et al., Role of strain type, AGS cells and fetal calf serum 
in Helicobacter pylori adhesion and invasion assays. FEMS Immunol Med 
Microbiol. 2000 Sep; 29(l):59-67. 

1 1 : Matsui et al.. Recurrence of gastric ulcer dependent upon strain 
differences of Helicobacter pylori in urease B gene. Dig Dis Sci. 2000 Jan; 
45(l):49-54. 

12: Queiroz et al.. Factors associated with Helicobacter pylori 
infection by a cagA-positive strain in children. J Infect Dis. 2000 Feb; 
181(2):626-30. 

13: Monteiro et al., Lipopolysaccharide structures of Helicobacter 
pylori genomic strains 26695 and J99, mouse model H. pylori Sydney strain, 
H. pylori P466 carrying sialyl Lewis X, and H. pylori UA915 expressing 
Lewis B classification of H. pylori lipopolysaccharides into glycotype 
families. Eur J Biochem. 2000 Jan; 267(2):305-20. 

14: Peek et al., Helicobacter pylori strain-specific genotypes and 
modulation of the gastric epithelial cell cycle. Cancer Res. 1999 Dec 15; 
59(24):6 124-31. 

15: Aspinall et al., A structural comparison of lipopolysaccharides 
from two strains of Helicobacter pylori, of which one strain (442) does and 
the other strain (471) does not stimulate pepsinogen secretion. Glycobiology. 
1999 Nov; 9(1 1): 1235-45. 

16: Enroth et al.. Occurrence of resistance mutation and clonal 
expansion in Helicobacter pylori multiple-strain infection: a potential risk in 
clarithromycin-based therapy. Clin Infect Dis. 1999 Jun; 28(6): 1305-7. 

17: Hua et al.. Predominance oif a single strain of Helicobacter pylori 
in gastric antrum. Helicobacter. 1999 Mar; 4(1 ):28-32. 
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1 8: van Doom et al., Helicobacter pylori-associated gastritis in mice is 
host and strain specific. Infect Immun. 1999 Jun; 67(6): 3040-6. 

19: van Doom et al.. The inflammatory response in CDl mice shortly 
after infection with a CagA+A''acA+ Helicobacter pylori strain. Clin Exp 
Immunol. 1999 Mar;115(3):421-7. 

20: De Ungria et al., Molecular characterization and interstrain 
variability of pHPSl, a plasmid isolated from the Sydney strain (SSI) of 
Hehcobacter pylori. Plasmid. 1999 Mar; 41(2):97-109. 

m-^ikm n mmmmm^^m:^:^m mit-^m » ^i^^m^^m am 

M^^^^J^J (PPI)» ¥5^[ii(metromdazole), ^^WM-'^itmM 
(clarithromycin) , ^ eS ^ (amoxicillin) ^0 ^ # T (famotidine) 
( Gaschwantler et al. , EUR, J. Ganstroenterol Hepatol, 10 
(7):579-82.(1998)), 

^^mm, m:^:^m^it-^m'm^mmm^ ppl ^m^^, 

Pk'^T^^^MJ^ (pragnosing)o -pS\iX^m^^^^^:^'^^^T^^^ 

^mw^mw^i^^^RM^o m^, usi:xmm wo oimsismmm^m 
5,571,674 m^^^wi^mm^^o 
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m^i^Minmmn^mm dna Mumh^^M, pt^ 

NH(CH2ti-4. ^^^^^^ 

H2N ^ ^ 

0~0^ COOCH2— CH3 
Htti^ife, ®^^»J4"a^&tJ^^i^:SrWl^T:^?^III (NE-2001) : 



^NH-CH2 CCX>— ^ COOCH2 CH3 

H2N ^^''^ 
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E m-^mm 

yK'l^mift'Pmimo MMn^^myj'^M (formulatory agents) 

mm^, m^, ^m, m&m)^. ssc«>btt/« 

^ffl^^U 5,736,154; 6,197,801 Bl; 5,741,511; 5,886,039; 5,941,868; 
6,258,374B1;^ 5,686,102 M^&itQ^o 

(Remington's Pharmaceutical Sciences.) 
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^ ^ H1SO4 



HO-O-Q-coocH^ H3C-0-cHaOH-;;g^^ HOO-OCOOCH,-Q-CH3 



NH 



1. NsOH 



" VN-(CH2)n-^-COOH Ha 



n=0,l 



HO-R + HOOC-^^-(CH2)n Hf^M^jJ^^ -HQ ^ " RCKD0-^^(CH2)rr-HN-<|J]|jJj*^ 



n« 0,1 
R- 



Q-COOCHa-O-CHj 



b. Lower alkyl 

c. Aiyt 
etc 
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HPllOOHPLC^^, ^-TU^J^^. ^^A^I^^^tH, 
^, ttMII. 7fell=^t=l^^yi^imo -feitli^ ZORBAX ODS 
( 4.6*250mm) , ^^^^^ ¥^/7jC=90: 10 (0.1%Z*^), UMt^O 
ImL/min, 1t?!i!iJi^-fe^ 254nmo 

m'^^M^ HPLC 00 MS ffilt * PE API 2000 LC/MS/MS M"^^ 

mmmo 

4-(4-?^^gV4'-fj^g@c^-4-?M@§ (carboxvlate) 6<J-^^ 
4-^^-4--I^S^S^^-4-^M@M 

«^W^^A4^^^fi<J^R^^IIfi<J^/Sm4', JnA21.4g (0.1 
mol) 4-(4-|^S^)^¥^, ¥^500mLo ?|tjjq 2niL jjP^lHl^Jft 
72 /JnWc m^^l^^^JB, t*>l^f!l^^^^^¥^ lOOmL 4^, 7X'^S 

pH=7c WtriMffl^TK^^il^^^ilitc ^iv^4'iiPAit»yS'l4^, ^ 

fsMB^m. lO-lSmin, ^7tm. ^^mM, # 4-¥S-4'-^^i^^-4- 
Sie^^^^ 18.2g (J^^ 80%), 
4-r4-^%^^M'-I^^S^^-4-¥^ei 

SJlSZjfS^', JpA 9.0g(40.0mmol) 4- ¥^-4-5^5^11^^-4- ¥ ^11, 
24.4(200.0imnol)4-¥S^^, 1.0g(4.0minol)¥^^^ 20.0inl ^ 
m^^^T. »IlIi5fL 2.5 ^hBto :^S^^fi], :^ ^hmP A 20.0ml ¥ 
^, lU^i±i-fej!S^^fi?J¥llc If^m^M^, JpAlOmlZiM^ 

40gi5?Ki^MpH=5, ^tH^aM, mm^^^M^^Mm 

#fife^rB#7.3g (^^^71%)o 

•H-NMR(500MHz,CDCl3): 52.35(s, 3H), 5.35(s, 2H). 6.90(d, 2H), 
7.15(d, 2H), 7.35(d, 2H), 7.50(d, 2H), 7.60(d, 2H), 8.10(d, 2H) 
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f-U^W/^aai^ > ^ 72iiil 2N NaOH ^^^jjPA 20.0g(0.14mol)¥S:^ 
^iM&^^mM.^^ 36mi7mmm'^^M1^o mn 21.0g( 0.138mol)4- 
U^m^Wmm 2NNaOH 140ml ^^Mo '^M^^^^UTBWit^, 

LC/MS=194 (M+H) 

4-M%^^M 

^ ftK^^f^iPT , # 36nil 2N NaOH ^^MA 10.0g(0.07mol)¥^:^ 
mm^^mM,^^ 36 ml7Ke^^V^4'^m#, mjmmiJli 9.5g (0.069niol)4- 
^¥S^¥M^0 70ml2NNaOHfi<];^^^o ^^iST^Sjl^* f^Jm^'^i^ 

LC/MS=180(M+H) 
4-M'J^%^^^i^a^-^^ 

4-(4-^^^^^-4'-r§lI?^^?li:m%M^-4-^^il 

150ml nttB^ 2.42g(0.010mol) 4-¥S^S-4'-|SS®^^^ 
-4-¥^@^, 2.3 :^(0.010mol) 4-M ¥ ^ ^ ¥ ^ & ^ 4fe ^ 4.1 3^ 
(0.020mol)DCC ((— ^FB^I^S— M3£J3g) dicyclohexylcabodiimide) 

moAi^Hcimm. (50mi) mz.m (somi) 
mz.mm.m7m^nimm. 20raio ipz,^/s:^4^s^^0, #4-(4-¥s=w 

^H'-CJE^^^^m^^] ®^^-4-¥^@^ 2.9g(tBC^ 55%)o 

LC/MS=494(M+H) 

4-(4^^^^%>-4'-rfliii^^¥ifemgi 

150ml P|;tl!£4'JnA2.42g(0.010mol) 4-¥S=^S-4'-^S®^^S 
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^.^mm, 2.2 ^(O.OlOmol) 4-mm^^^^W.&^ 4.1 j£ 

(o.o20moi)Dcc ^^^M, ^^i^T^^ 48 ^miB , j±mm^^m^. 

mmM^^=fJS, mn^MWm O.lNHCl^V^ (50ml) mZsM (50ml) 

a^, ;ff 4-(4-¥»=^^)-4'-[aiI]:g^¥m«S] ®c^-4-¥^@B 

3.0g(i|^^ 60%)o 
LC/MS=482(M+H) 

4-^^-4'-M ^ ^mmtm^ 

^ ISOmlBlfcP^l^ioA 1.0g(0.011mol) 2.3 3£(0.01mol) 4-JllII¥ 

m^Wm^M^^ 4.1 5£(0.020mol)DCC fi<J:i:#vS, i^^iaT^#48 /Jn 

Ht, )l^^^@^fflo.iNHci^^^ 

(50ml) M, fflZxSl^^o UB, ^ZKM^^^^M 20mlo ^M^^^ 

2.3g(ii$C^ 75%) o 
LC/MS=269(M+H) 

^ 150ml BttB^l^jjPA 1.0g(0.011mol) 2.2 [^(O.Olmol) 4-MS 

4.1 5S(0.02mol) DCC, 'f-'M.WfW^ 48 /hSt o mim. 

^-^m^jB, m^Mi^m.^, o.in mxmm. (somi) 

^S, fflZ^H^^o ^I^tK^^^^M 20ml, itnf^^^^nW. ffl 

#^^/#M@i^^ffip°p. ^# 4.^-4'-Hll[S^¥^@l Stm^k 2.2g(i|^C^ 
75%) o 

LC/MS=255(M+H) 

^ 150ml nttB^'t'jjpA l.7g(0.01mol)4-^S^S&, 2.3 [^(O.OlmoI) 4- 

aii!:¥^^¥M^®SiSi 4.1 :^(o.o2moi) dcc ^Kj;i:#y^, ^ ^?aT^ 

# 48 /hHto m O.lN HCl 

(50ml) ^m^^mw, mz^mm^^o mj^, ^:^m^^^20mi, 3S 
mj^m^rnWM^^^/^^^^^^^^* =^ 4-(4-i^^S)-4'-M¥S^ 

¥^@^ a^^k 2.5g(iBC^ 65%)o LC/MS=346(M+H) 
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ISOininltBS^'JPA 1.7g(0.01mol)4-^S^^, 2.2 ^(0.01mol)4- 

4.1 :^(o.o2moi) Dcc mM'^M, f-^uTmw 
48/hBto Ttnm^^m^js, mmm^^m'f', ffio.iNHci?#y^(50mi) 

S 2.6g(iBiC^ 70%)= LC/MS=332(M+H) 

^ 150ml Pltl^'t'iPA l.lg(0.01mol)4-¥S^^. 2.3 ^(0.01lnol)4- 
J|R^^^^^±t^±kf^ 4.1 ^(0.02mol) DCC 6<J:i;^?^, l^^UT^^ 
48/JnH^o ffiO.lNHCl^?^ (SOml) 

&^^2.4g(iBiC^75%)o LC/MS=284(M+H) 
4-r4-^^^%V 4- -M^^?^gH jfeMifc 

:a 150ml nttB^I^JPA l.lg(O.Olmol) 4- ¥^^S&, 2.2 5^(0.0 Imol) 4- 
U^^WW.^W.W^ 4.1(0.02mol)3S DCC WiMn-WL> =f-^MrfW^ 48 

A^n. n.m^^'^^m^j^^ mwim'^'^=^^ mo.m^cimwi (somi) 

2.2g(i|^¥ 73%)o LC/MS=270(M+H) 

1. Hffl^^!] 4,348,410 

2. Wm^^>^m 33 #(1985) 652 

:^mGMCHA6<j^|e]{^tfp^;^JI&ff0^-^W^I^m'Jf^ffl Do 

^11 (PHOl) ^?f^W;fc:M1f0^-l^«I*Jf^fflatJIC5o>2OOliM, 
4-?^S (PH02), A-Z.m^m (PH03) , 4-^T^^ (PH04) 
4-^^^ (BPOl) e<3^|s|^^tfp^IC5o:«'S'J^>200<^^ilJl67, ?lj45. 
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26 u MomH&^S, ^^it^^^i^m^m ^(Irisawa et al., 
Biol. Pharm. Bull., 16:1211-1215 (1993); and Kato et al., J. Enzyme 
Inhibition, 8:25-37 (1994)) o ^i^^mB^zkMl^M , 

(^2)o M^^mm, M^n^^it^^^^-^^^ (bpoo m 
my^^mji^&mi'^mmm.^m^o MT-^-m^m (bpod m, m 



PHoi 

PH02 4-¥^^ 

PH03 A-z^^m 

PH04 4-dgSl-T^» 

PH05 2,4--U^S 
PH06 

BPOl 4-i^*S 

BP02 



in 



■ft ICso C u 



SUln ICso 



K, 



M) 


( liM) 




>200 


>20O 


110 


>200 


>200 


78 


167 


>200 


48 


45 


38 


64 


92 


62 


46 


44 


35 


273 


26 


17 


54 


74 


83 


187 









ICso 


ICioo 


ICso 


ICioo 


ICso 


ICioo 


ICso 


ICioo 


PHOl 






>200 


>200 


>200 


>200 


151 


>200 


128 


>200 


PH02 




O-O-CM. 


>200 


>200 


>200 


>200 


47 


120 


48 


120 


PH03 


4-Z,« 




167 


>200 


129 


>200 


15 


50 


14 


50 


PH04 




so-cy* ****** 


45 


90 


26 


50 


3.4 


15 


2.9 


10 


BPOl 






26 


40 


4 


10 


0.6 


2 


0.4 


1.5 



m 1 imGMciiAm±w^^nmm^itmm^mm±^>Di^A 
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WfBlo (b) (C), m^min'{^^^^m-30m+30^^ihMo P, 
±0 PUOA^^^Si, P, Q, Rl, R2:$)-^JJt 15. 15, 15 

mmm^m es ri JsK is ^^m-^m 35 , cb), ^en in 

^am^^'^m^jftJ^^ Boc-Val-Pro-Arg-NH-Mec m^izm^MI^^ 
^^^^illiUI^BISfillyg'f^CKato et al., Eur. J. Biochem., 210:1007-1014 

(1992)), mnmrn^-^^^ ^mt:mm^ini~o w\,^^itT 2880 

i^, 15%« mitmm^'?M^^ 66kDa, 4.9o W^Mm PH, 

^•^'^WDNAM.^mtl^Z.m (S 2^) (Kato et al., Biol.Pharm. Bull., 
16:552-557 (1993)).o MJ., ^ DNA -^^^^Isi.^inA 4-^T^* 

(PH04) m^m.^mm^^^mm^m, u^r-^mm^^uB. m 
m, ^ DNA ^j^mtt^\^m\iAmm>'^^^^^^m^mmmm^ 

^fe^ DNA 9tJ^^J®$^, ^ GMCHA ^#g|fflItJf^fflfl^lE^^« 
a^n^^ J^fl"!!^ SS^ ^ e H In.'Se^lSS^ prlC S @^ » PrlC S 

Sa^^67kDa^fiM, :$J-^iJ^Seilin^*fl*:SI 

A(Jiang et al., J. Biochem., 124:980-985 (1998)) « JA^^^'^'P^^^^ 

it§mu^^minm^mf ^^^^ oucHA^m^^i^imu, ^w^j 
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j'^ffl-l^-^Wf!l^0^^+S^©c(Irisawa et al., Biol. Pharm. Bull., 
16:1211-1215 (1993)).o ^m^^'HM^m. gfi^Infa^^fiUln 

^mms. NE-2001 a^ystt 
'^mmmmit^^ NE-2001 4-(4-¥S^S)-4'-[M¥*^¥ 

Jl^^M.y^ 9 WmnmM'B (ATCC43504, ATCC43629, 
ATCC43526, ATCC43579, ATCC49503, ATCC51110, ATCC51652, 
ATCC51653, ATCC51932) tt^M^b^^l^^ (MIC) C^g/ml), NE-2001 
CMIC) iA.0.10 ^!l 0 .48ng/inlo .^.^^^3 4^0 



^3 





MIC mB(ng/ml) 


NE-2001 


0.10-0.48 




0.01-0.08 




0.01-0.90 




0.65-2.45 



m 2 m^vc^^ NE-2001 ^mmimM'm^m^'^n^^'r cja 
0 .15 2.50 wi^/^m mi^^MYfm 168 <l^ Wo m 2 m^^x^^^ 
mo NE-2001 ^^m^^^mnmmni^mo i.25m^/^9)r\^±M* 
3 ^bH\^^mm'^}i^^^MoNE-2ooi Ei^tEm^m^^^iA^mcpH 

T. NE-2001 6<iin:^n!^.J^Bf^>ra " 

mi^m NE-2001 ^^min.'\^^^^ML^MmjfLm 4. 

m. (A'.O .30 ilj L20m^/*fF) T, M^T^mm^ NE-2001 
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4. NE-2001 ^^mtfl^^^mm 





NE-2001 
(Hg/ml) 


mm 


ATCC43504 


0.30 
0.60 
1.20 


< 3.4x10-* 

< 3.4x10"* 

< 3.4x10 * 



m^ifrmuom ne-2ooi :^—MM^m^m%, ^^^/tM 

NE-2001 2000 SiSC^J^ 0.5%¥S^^t^M:i:?Hj6tl*;>C?fiJ*)M*T, 
^ NE-2001 ;l^^fitjo (^5) 



5. #.^JS NE-2001 ^6^*14 





W> ^/Slc: ddY/6 m 




am. 








5 


LD3o(nig/kg) 


>2000 
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i}L m ^ m 



2i 




\ (WffliOl/n|'n/l«u><'>' 

V 



-I 



- "9 « 



- \ . I 




I I I I 



I iiii I 







O O <=3 1-i CNJ 




2 



pH6 



pH7 




I 3 6 



I 3 6 



24 



pH5 



pH 3 + (1.4mmol/ml) 




0. 25 0. 5 1 



24 




1 3 6 



• m O.lSng/inl ▲ 0.31jig/ml 

O 0.62ng/inl □ L25Kig/ml A 2.50Mg/ml 

S3 



